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D ^„nu N n OF THKlNYENIlQli 

improves opon ttpdiuooal .,ec*e-dry "" ,h ° wspensi0 „ i„ 

s „ s pepsio» CP..im»« • >»»»'»' a8e ° 1, °^ cc ph „maee«.ie 

,ex,ure apd -feel' of «* »bl« «P0» to*"""" 1 »" ,ht m0 °"'' 

(2) D«c,lp«.» «' «■• *'< ^ „„„ in .He form of SPlid, 

Manyphon»aoeot.ealdosa 6 «formsarea ood „ 

sh . pe < .rrieias see* os Pi"s, "77^;" bes „.„„«Pd«h».., 

modorare preeepre. Ge.orp.iv these dosage forms re os ed 

e>ewed, or reraiped « - •^T^,^, )waUo „i. g o, 

chewiog solid dosage forma. To asa.st P ^ ^ 

someri-es provided as a lipoid or suapaps.op. However, Jb ^ 
0 i,„e.n,P disrriOore and srore dp. ' —a. >«< *»« 

4 ' 371 ' 516 ' r T: iS^Lii. - open matrix of carrier materia,, 
rapidly in the mouth. Th shaped a ^ 
interspersed with the med.cament. The arucles may P ^ 
10 from a composition comprising the med.cament and the came 

solution being in a solid state in the mold. delivering 

This unioue dosage ^^ rf *^ 
medicaments which disintegrates on the tongue 
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. „ a J th. dosag. form to ' """"" Wh ° 

This rapid tobl.. disi».«g....o» conventiona , r.b.ers C0Bt.i«i». s»=b 

ha ». diffidtV s-llowins o, r.fus. . . ie „, since it does ... 

,he .id of ...or .0 o- d - o ^ iu of r „ „ 

5 „„.,. of -be doso 8 « to™ .«« 

io ,p ro v.„r.o> in potion. 0 d _ ar ,. cle5 oarryio8 

Ui P..... ' !" ° ...Icoio Tho sh.P«d articles, 

,„„,..., po-.iou.ori, do..g. fo.n» '^^ Mllkl . „ sbool. .1 filmic 

10 m „„i.. »d a,, .odos.d b» a ever 8 ^ ^ 

US. P...P. 4.75«,598. d,s.,0 <s bo ^ ^ , 

p.,,,.....,, pbaon.acoP.ica. d..«. f« . p ' „ ctive com ppppd) ond a 

p „do«,mi»od»m.»...f«bo"..oa I W* ^ ,,„„, tht fr0 «» 

15 """ItrJal-^or the moid ace o» 8 .od to nrinio.,. so— 

composition. The siae wan u 

pate ^ — s ,bc -7-\ir H ;r.nrr; 

p anl o«,.,lr ropidl, dissolving P— c. ~- ^ ^ ^ m 
20 p,«d.,.,mi».d .Pit »».«...- " he ";; " , chc „ ica , „ a so.id apbilmod cr.i.r 
ft. addition of the predetotrnmed an,o«P. « 

arrio.., prepared b, freeze drying o form tha , „ prepared fr.m 

„.S.P».e.t 5,180,825 dia= 1 pse aa fr..oo-d..od d« 8 ^ 

a solptio. ipC«diP8 a bom f— »• ^ Thc bolk tomi „ 8 ag.o. 

25 „ ch ao, rcai. having . Poruoie ,oc OS ^ « >_ ^ ^ ^ ^ ^ „ 
may ». ,.L,.o or aonrha £ * >» resin combina , ion . 

ma io..in the disp.rs.oo of the act.ve ag / , Jld iIS „, e ,hod of 

U.S. PO..P. 5,206,025 discioses a por . ™«» _ ^ 

preparation. The pprous pharroa..».,ca. , f «« P J ^ ^ ^ 

30 iK ,„diP, an ^^.^-.1 

xa n,h.» gum, ond ....... ■« •»>°"° K ' » ceotica , auaponsion inci.dtag 

micr0 c„.»lU.. -8W - and x.n.b.n g»nr. Th 8*«^ ^ 

, susp .nsi»» .1 P.nio'88 ' a "8in8 ■» >« ' mj advanlases ove , 

hard pills and capsules, tnc pnu 
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r„, m were limited when used with 
m aai«ama«.s thai had both ralauva.y ^ MspeM10n 

parti a,a aiaa. .« such e d ;; fot J» g a- .-»« 

„ q u iCklS <he ^ .ha s— e»u>a ha ax.an.aa h, 

5 „r sadimao, a, .ha bo.™ of .ha »h. *A» J> ^ degta<ie fc 

„ se of varioos .hiokaniog asanK. >hasa »!=« 
oharacariatioa of .ho <abla, in .ha mou.h. 
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SUMMARY Q£ THE im MHQH 

dissolving therapeuuc tablet. It & ,. quid suspensi0 n 

o,;„o . fast dissolving therapeutic agent by treeze 
prepanng a fast diss „ ranular therapeutic agent. 

5 containing a uniformly suspended granular th P ^ ^ ^ 

This invention is an improvement over P ^ 

the basic 

teachings of this technology are « ■»'«• | ^ incorporated herein by 

4.WK «» the M - ° f compMi , iM 
„ reference. T„. . ,e,».i» con-aining carrier 

including . solven., . g..»n»' therapenuc g depie ssi.na in a 

m „e,iai. The .!<,..<. ~P»W * ""X,. The , iQu i d M „po»i.ion 

« „o,d ,0 define ~ of , he H,».d composi.ion 

„ ,„« filled <.apr.as.ona 1. CW-. •»» «* " > ruled „„ .« 

l5 sublimed .o define a aolid median, Kbiat. The 

then collacled. „ i,,rtned to the liquid composition, which 

is then stirred, pr.or .0 .he freeing s.ep ^ ^ ^ conlpositi()n „ 

in the mouth. „ rt ™nri«;es a method of producing a 

„ . preferred embodiment the inv.».,on cornea . m ^ ^ ^ 

25 pbarmacenUoal .able, of of tbe upp „ ^oin.eaUnn, tract, 

antagonist Treatment of .be acd te a ant i. K eremy drngs, 

such as refina diseaae. often r M n. a , «»! ^ rf ^ 

or H^M-- -'^^jr.- ma, require «»,.,. These 
me dic».io»s are large, often dsffrcnl. » • » ^ (esu „ „ „„„, 

3 , formn-iona are i" ,-p, ln,r.»eno»s (IV, 1.1— of 

patient compliance and .hcreforc advantage, aaaociated 
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H .antagonists using a rapidly 
f» ' mU °' " . n ° ieadily be cmu^a into rabidly 

by the invention claimed herein. 
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^p^invcio. 7— ;; a ; utic tlM e, is lormed 

5 „.,„„>. a solve., - • -«"*" ^ h n . ....lively ... -WW - 
particularly useful in Ml - -* ""^"J TM , iaoi d .dmi.lur. is MM 
. lively U» « « solid . T he aoUd .dmixture is 

int „ agressions in a nay, wh.ch •« •»=»■ < ^ The prese „, 

,hen subjected to s»b,.m..ion .« Produce a „„ improvOTe „,ov« 

10 ^ or munufuc.uri.g a soli— « - J« „ ordet 

rr.^~--- P,U0, . f — — - " 

sponsion prior .0 freezing a»d ™"'™<™ ^ ph „ rmaK „ tical dosage forms in 

Suspending agents, per se a „ e(licame „, s . however, is has been 

„ g.ner.1. U »b« PaeUcU, '^ ''^ oissoloti „„ a un,i,i«s of rbe rabi... 

fouod «... suspending age... general d.gr» ^ > ^ 

F .r ex.mp.«. * "'^ ^ >°» overcomes .Ha, problem. 

i„ ,h« moo.h upon dissolunon. The »'«' 8ism beIwe en x«u,h.„ 

Th«me.bod.r.hisinv«n„.».aK« S advan.ageo » ^ ^ ^ 

20 gun. and g...... in >"* » — "T^L^* Tbe xnn.han P- 

udn.ix.nre acs as a floccuL.ing ugen. en cr« 1m » 

is . wa . t c,.s,,,nhi.g ngen, *.« ™ ' , elatla . on ,he 

su.ution «... is .table when s.,11 and breaks »P be , wee „ 
„,he, hand, binds ,0 nnd cou.s ,b« granuiar .he*. «c _ 
25 ,b« »n,b.n gnu, nod ,be gela.i. «~ ^J^^,.. „r .be x.»,h.» gun, file 
dispersed grnnuinr therapeuue .,«»,. When *■« „.,„ , he gatetta . 

below a minimum level, .he xanthnn gun, ,» u f ■ « ^ ^ 

an dupor,i..or,begrn»».ar.ber.P«».,eag^ean^^^ ^ ^ ^ 

,.„,bun gun, coneenuurion exceeds .„, Iha !omio . .0 become viscous - 

p„dom,na..s ,0 keep U» p ^ ^ fom 

dissolution prop=r.,es of the resun are w(H kMwll ,„ 

The genern, reuuiremc.rs for prepare ^i ,« medicament »b,.,a 
-a«. Theliooid ndmixtnea ™iI.n S crier m.,eti.,. . granuln. 

35 of this invention comprises a solvent, ge 
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, The carrier must be soluble in the chosen 
thc rapeutic agent, and a suspending agent The c - 

granular therapeutic agent need not be soluble 

soluble in the solvent to a limited I degree ^ ^ as 

Although the medicaments useful w.th me dicaments 

whic hareconsidered tobe -hnica,^ ^ ^ 
in connection with medicaments which . ^ ^ ^ & 

sr-cr:^"=: «- - - - 

depressions. . H id ac j m ixture, which is 

is prefer.b.y empioyed as .h. . « ^ fe 

solid mum supper, for <he 8™" (he c „„ et 

The medicament is tocorpomed wr.h.n tl« „ tta toclndes 

m a K ,,a, of .his invention moat inc-nde ge ...n. -P>« » « 
pla to ....... and geiat.n .Ha. .. P»r..a"V hy— <° « » ^ 

to water. For example, p.lys.cch.„de,p.».n „ >ve „,„,«,, 

»« of ..he, 

to each. The preferred carrier merer, .a M « 
«* r»»»"" l! ""=""" " < " ysaCC '' i " rterapeu.ic .gent. The gr.no.er 

^^^t^rr^-.---^-'- 

therapeuttcagenrmaybe.nyatus .„,.,,„ ther.pao.lc .gem' 

rten administered to humans or .n.m. s. T * . « J ^ ^ ^ , 

so toctodes .gents having .» ^Z^™™ — — -* 
micrometer, to .boot 400 mrcome.ers. Any P »,„!,! m.y 

» need in the rnvent- J « «- P « vatlM! Mn „d..z.p.»e compnnnds, 

35 acetaminophen and famotidine, in p 
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„H . a n, a g.nis.havi»8apa..ic>«'«'»"» i,,8fr ' OT 
» ith f ormula.ions of famotidine, an H a antng 

The granular rhernpouttc ageo. used ■ ^ prepafed „„ 

urritora **.«»»».««.>«• ' ' nd „g agan. crosa-Unks .h. geia"» «"«<> 

tacl „des . suspending «-t * , , he ,.pe.,io agen. «— 

, nM U, — - "« 1 admia ,o,e is frozen. A.—*, 

.dmixturn ...» ■«< ••»« **' * * " „ s0 ,«b,c in .ha soWcnta .. a limit*** 
, In - chosen grannla, -N--.*^, „ , he th „ a pP0.ic agent.. 
de8 «e, ft. suapending agama aid . m ^ ^ „„, a8en , lha 

^.-»"^ W «-rrr JlpU, rhurapeu.ic ««.< in .Ha ta* 
Ea o»Ha,« paavan.lng .he „„, la ann.Ka. gum. and - 

ad mix.«r. of this invention. A prefer.. <-,„„,,„„, New JeraeV- 1" 

15 cpmmerciaUy availaO.e from for ^ *™ ^ ab0M 0.00, ,0 1% * »e*», of 
preferred embodiments aanth.n gum ° embodime „ ls . xantha. g-m 

he UdOid admix.ure. and in p.— < ' Ab „ ve 0.05%by 
comprises from abou, 0.0. to about ""^TT. x.n.h.n gum acts predominant,, as 

20 a viscosity modif icr thereby 

p ,„pa„i«, of - -* g rre.ee ne do - f • ^ ^ ^ malotained 

The pH of the „»««> ' efftc , of the suspending agent- 

rro „ . pH of from 4 » • - -*» * ' ' ^ , » , when m sus pe«di»g .sent is 

25 anntha. gom. Within ft. ran e ch« S ^ ^ ^ ^ , ^ 

grounded by positively charged gain., , «h c ^ ^ (um lMes 

ending agan. suoh as xa.rhan gum. A ausp nd g g 

lts r ,„ccu,a„»g effec, o».aida of advanla8ea .he, used in 

As prouiously noted, ft. " pa(ticle siM and weigh.. Tha, 

30 coniunciou wi.h medicaments Knv.ng a ** > particle aia o 

is, <he invention ia par„cu,ar,y (6latively q o,cK,y. The aiaa and 

a „d weigh, oause tham to serrle out o f ^ chatactem „ cs 

wei8h ,,e,..ion S hipma»b..b»..ano. ne -r, y ^ ^ 

or , h e medicament in the dry <•»"'»"• ,„„ wtight ia , h c dry au.a, but 
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vet depending on starting size and relative 
prepa ration of the l*U admixture. ^ ^ § m 

solu bility, the particles may rem u. P suspcnsion . W> th,n 

erected to medicaments having a 
this und erstanding. the present >nv on av£rage ^ ^ rf ^ 

5 par ticular size and weight rat.o ^ feout 50 fflicromet er, In preferred form, 

UamentparticleisgeneraUy great erth^* ^ ^ ^ 

the size of the medicament parucles ,s betwee 

micrometers. thcr antagonist may be included 

. 5 oo m g of ra— r= Midioe tm famot . a . ne uKd 

connection with .ho dts0 " micr0 „c..,s. 

„ between ahou. 20 micrometers „ ay contain other 

„ The liquid admixrure netful » «* «»* „„ „„ 

add.,,..... optional in 8 ,edi«tm. For eaamP,, ■ he fiavorinB agents. 

pharmaceutical* acceptable adjuvants such s ^ „„ 

prcervatives, surfactants, and any oth.t tnatet.ats 

pharmaceutical prestations. be employed are dyestuffs, pigments, and 

A mo» 8 .hooo,or,» 8 a 8 e„, S wh,ch m oo« ^ odjmcni ^ atini AD 2S0M , , 

„on-disponsable colorins aseots. 1" the p _ ^ ^ poinl , 

mic ,.niz.d dispersion or red feme ^ „ va , y fro m 

Pcnnaylvania. The amoon, of ooio„n 8 abased, 

,b„». 0.0* m 8 to about 300 -/«~» w emplosed are the following: 

— the flav-tiog — J; * Tied, blach enrrant. 8 ,apefr.i, 

banana, wild cherry, '^T^'ZJ^^^'^-'T*'', 
camel, raspberry, lemon, tutu fntu. =■» prefer «d embodtmenr, 

„ combination of ""7^ ^.,' For.m Hooae. 4, Br, 8 h,on Road, 
aapartamc, obtained from Forum CM-*- . ^ U K „ 

„ Redhi.1. Surrey, UK., aod P«PPO™.» «l - P» ^ ^ , „ r about l5 , 
Ltd., Hays Road, Southh.ll. Middlesex U. . ^ ^ am0 „ n , „ f 

to introduoe an acceptable flavor ,< ■ "J^ rorm . 
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f the desired dosage form, a 
p lu „U.y of shaped depress «H ■-■•»» Mtic „,,„,„ with .he 

de p,««iOPS formed by thermal formmg. ij)mnl invention . 

The „pe of filmic m-* ^J^. , r . m oi s ,„,c * 
However, .he M mo.er.ai s or with s om= orher meana f or seahn, 
tm * maurial sh.old bo »»»•'"* "* 3 envirM «„, The f llmlo ma.enal 

"rTT ir. . 1 ~ * conven.iona. bU~ paoa, 
is ,.„.«.!, »e same o, sim.... * •«■« - pol>vinjl ohlo „d«. 

lanto ,e. of ramie matormi such a * or poiyvinyi 

po.yviny, Ch,o,id«/P0 y.«. " » - ^ ^ „ y „ s0 be 

chlOT id«/poly«.hyieo=/PO'>-»''' a '" e * ° be u »d aione or in conj.nc.ion wi.h 
p ,ep„ed from poiypropyleoe wh.oh mo, J. ^ 

v , Uch H,v.s»i«b..in.« B r.<y.a.e »er .ow ^ „„ als0 

s „bili.y reo«i'«d .0 "I*""* .he free" 

tacl „ded wi,hin .he scope of .his '■"»™» io „ s by an y means known 

The liquid admix.u.e may be filed m.o P kn0 „ n 
20 ,„,,»,.. Si».-.V,he. id»ld filled de—rn^ ^ ^ 

,„ .„ capable of prod.co, a ^ c „„ on dtaid , r,.e«.r. The 

S„blim«.ion is preferably .ch.e.ed app , icalio „ 

, d p,ix.»re in ,he dep.es.ion a reduced pre* e. f ^ be 
of „«, .. aid .he sub,ima,ion. A. .h.s PC Mm , lm , m feeae 

ad j»s,e d «P«a,d .. speed up subUmau.n. When ^ ^ ^ ^ 

3 „ „,,«, is pr.ssu.iaed .0 ..mospheric ^pressure ^ ^ ^ may „ e 

rem ovcd from .he freeze dner ond «» , he solid „edicom«« 

covered by removins .hem from .he d.p «.» » f ^ ^ „ thcrma „ y 

tab ,e,sin,o.hedepr. S5 ion«i.h.for=»» e »;; 
ot adhe»iy«lyo.moh«d.o .he depress.." f."ed 
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TCYAMPLES 

...id. 



m6 „r famotidine p., dosage for*, was pr.pa.ad p»ng 



the following procedures. 



The ingredients of Table 1 were aouc 
(5) minutes: 



10 




Xanthan Gum 



^ountUsed for Stated Potency 
20 mR 
540.00 g 
490.90 g 
5.40 g 



4JL 
540.00 g 
4 90.86 g 
5.40 



Water was added to the mixing 



bowl and the ingredients were 



mixed until a uniform 



paste was 
Table 2. 



obtained. The amount of water 



used to prepare the suspension is shown m 



15 




20 



The «as — — — '« - — ' 15 — -iU 

.i,,n heated to 40 t 2°C and homogen.zed for 10 minute 
The mixture was then heateo w •»« 

- :. T :;:r 

k . M * 1°C and filtered through a 38 micron filter, 
mixture was cooled to about 23 * 1 C 
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. nf Ontaint AD 25000 shown in Table 3, 
th . Op.«n, suspension «. C«U, d,spe,«o. «- 




10 



15 



20 



25 



40 me /lo zenge | , 

— = ^To^n7was then homogenized under a partial 

The mixture containing the Optamt wa 
vacuum of about 0.S to about 0.9 for about 5 minute, 

example 2- Piy^AEATJ^^ , d 

EXMS£ ^ 7 Ko«t 3 ke of the premix were transferred 

In processing the 10 mg dosage form, about 3 kg 

• „ nm n Be nizer While homogenizing the prem.x, 782.64 
t0 a mixing vessel containing a homogen.zer. 

gradually added to this port.on of the prem.x. 

The formulation was br»o 8 h. ,» ombien. pressor. «■ 

-~::zz::i^-~~~~~~ 

The ,e S u,ri.s -pension was .r.naferre.. ,0 a s,oea 8 e .esse,. ^ 
... ,he 20 and 40 me °osa 8 e forms, .he prooeoure 
tor i nereo S e<emo»n,of,m„,a i oe i n.henno,f.rm«,»..o, 

; of -he Prom, »ere .ronaferr. ,o a - -ease. 
For these potencies, about 3 kg o. 
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10 



— e c;;r:::-»- 

„ ...dualiy added .0 .his porrion of .he premu. Th,s s.ep 
further J kb homogenized 
aether for 10 minutes. The suspense was then transferr 

v „T a bl«3««r«»dd«d.0.h=su S p e «i»»«»<'«>»'"» 1 "" <1W 

~— * t,aV °' " The riMl was — ed — ■ 

ot lh c prcni, was added W.,1, s„r,.n g . « !ion 

was transferred to a storage vessel. 



15 



Potenc 
10 mg/lozenge 
20 mg/lozenge 
40 mg/lozenge 



Aspartame 
146.70 g 
135.00 g 
135.00 g 



? Tr ^mint Flavor 



9.72 g* 
72.00 g** 



72.00 g** 



** 



20 



^^7^0 mg ,oeen e e was provided as an 

The peppernrin, novo, used toe .he 20 and 40 „ lo>en 8 .a was provided 
as a powder. 



25 



EXAMPLE 3" jriJJJiifi-AMfi-E^^^^^^^^"^^^^^^^^ 

%mmL3 ' ° "~ „,„ Tabic 4) was dispensed into each dcp.ess.on 

An amoun.of suspension (shown .n Tabic 4) wa 

. « do. ay The depressions were cylindrical in nature having 
„ a polyvinyl to 1M depressl0 „ s „ Meh „.,. 

— ddlnnsereraahownbelo. ^ — ^ § 

The ,ra, was rhen moved rhro»s» a freeae 
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u . ,ao°C to assure that the dosage forms were 
tcm perat«re of from about -20»C to about -.60 C to ass 

completely frozen. 



10 



IS 
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— we „ eilher stMe d about ■ 

2rC o. Placet. »* «« awre of [romabou , .20-C 

T,aK.,.r,er,.aca. i atla« i „,.,c,at.,c.,..- 

„ wee tcatc, ro, - " - 

„ ilh disll „.a — ate pl.ee. la a wa.c, «— « ^ 

• u-«« n s o nlus or minus 0.05g. lnewci&ui 
in a wire clip weighing 0.5 g P»us ui 
are each secured in a wire c are 

_ „c each Place* 1. • — - » ' - 7 ~ . b „. ker . The 

• f me is measured from starting the raising ana 
disintegration time is measure „ nmnlete when the wetted 

• .„ , ast dosage form disintegrate, Disintegration is comp.ete 
th. t,me the last dosage ^ ^ 



10 seconds. 
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15 
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^fj^TTjZPATinN T1MES 



?ft mfT 1? mm Formula 




Disintegration Time 
(Seconds) 


Batch I 


1.09 


Batch 2 


1.85 


Batch 3 


1.68 ft 






♦Mean 


1-54 J 








1ft mr 1* mm Formula J 


Batch 1 


r 1,09 


Batch 2 


1.18 


Batch 3 


1.30 






♦Mean 


1.19 







watch which is controlled by hand. 



EXAMPLE 5: RATE OF SOLUTION 

, ested t0I tlK » f — - - » — 2 — > ,u s - mm 7 ; 

„ ,„d using 900 ml of distilled, deiomzed water 
,n XXII d 1578.) The testing was conducted using 900 m 

20 XXII Famotidine was 

iined at 37 * 0.5 °C throughout the testing peno 

Hypersil column with a mobile phase of 7% 

rnnNa (DH 8 0) with a UV detection at 270 nm. Results from each of 
CH 3 CN in CH 3 COONa (pH 8.0) witn 



vhich was maintained 



determined by reverse phase HPLC using a 

aUV 

presented in Table 5. These results demonstrate 



four formulations of famotidine are 
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WO 95/01782 
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both the 
dosage form 



uniformity of the ^-antagonist and also 



the rapid delivery capability of the 



10 



15 




i nun. 



10 img/loienge 
img/lozenge 
I mg/lozeng 



101% 
100% 
99% 



hpi r with a Hypersel C 18 , 13 cm 
. miantifyin g the dissolved famotidine us.ng HPLC w.tn 
and quantitying sodium 
colum n maintained at « - a mobile phase of aceton.tr e d M 

results of this study are shown in Table 6. 
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These 
of uniform dosage 



- „,„rt«ces solid medicament tablets 

rkIB clearly S ho» .ha. xan.han gam produces 



suBsrmm SHEET dtf 



PCT/CS94/07618 

WO 95/01782 

- 17 - 

■a « H^eriotion of certain aspects of the 
The foregoing specification prov.des a desenpuon 

ll,^ - - — — — ' - — * 
5 1W .«d o»l» >y ft. ronowi-S claims »»< ** 



PCT/US94/07618 

WO 95/01782- ^ r 

-18- 

the preparation of a homo microns afld 

MMt; « so* — - shaprf ,„ ot 

. nMWnMl ». f -0.0„o0.05. i8 M ^-*«- — 

.h,n B um is added to the liquid admixture 

, The — or a--. — 

^ nrpnare the liquid admixture 

„ 4 T1 , e m.. 1 ..aora. lm .«^'«'-»- , ""'"' !ea, "" par " 

emprises on aqueous solvent. 

, TheTO ^ora. i » 1 » WKta ^veo.ose. I o^«,oU,u i4 — 
is removed by freeze drying. 

M , 



SUBSmUIE SHEET (PULE 26) 



PCT/US94/07618 

WO 95/01782 

, „ „ .« ».«.. - 0.05 — - - — ; f » sa : 

„ „ - «, M „ ,0 form . ao,.a -p- —» * ------ 

8ra n„,„ — — : — ' ° r - — S ° " " f ° rm * ShlPCd 
of crrier matrix and granular therapeutic agent. 



IS 



„ , The improved pn.rm.c«n.iea, dosage term of Oim . wherein x.nthan g.m 

ooaed to - - - * - M - * ~ 8 "" U '*' ' 

to said liquid admixture. 

10 . The proved pharmaeeutica! dosage form of Ciaim 8 wherein the P H of the 
admixture is from about 6 to about 8. 



IS 11. A solid, shaped famotidine dosage 



form made by preparing a liquid admixture 
h .» iM a PH or from . to . comprising a so,v.n, ge.a.i, -ing o particie 

0I „o,e shaped depressions in a „., freezing said — " " «« ™ *° " 
20 ,o fo,m a Shaped admixture of soiven, Carrie, and famotidine; ana ,em„,o, 
said s o,vc„, so as ,o forn, a shaped ,.*« of carrier matrix and famotidine. 



a 
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